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Brief overview: Current evidence suggests that Echinacea supplementation may decrease the duration and
severity of acute respiratory tract infections; however, no studies using Echinacea in the prevention or
treatment of conditions similar to COVID-19 have been identified. Few adverse events were reported,
suggesting that this herbal therapy is reasonably safe. Because Echinacea can increase immune function,

l<€yword55 there is a concern that it could worsen over-activation of the immune system in cytokine storm; however,
Eg:/‘;g‘cea clinical trials show that Echinacea decreases levels of immune molecules involved in cytokine storm.

Verdict: Echinacea supplementation may assist with the symptoms of acute respiratory infections (ARI)
and the common cold, particularly when administered at the first sign of infection; however, no studies
using Echinacea in the prevention or treatment of conditions similar to COVID-19 have been identified.

Respiratory tract infection
Rapid review

Coneflower

Cytokine Previous studies have reported that Echinacea may decrease the severity and/or duration of ARI when
Inflammation taken at the onset of symptoms. The studies reporting benefit used E. purpurea or a combination of E.
Herbal medicine purpurea and E. angustifolia containing standardized amounts of active constituents.

Botanical

Few adverse events from the use of Echinacea were reported, suggesting that this herbal therapy is
reasonably safe. No human trials could be located reporting evidence of cytokine storm when Echinacea
was used for up to 4 months.
When assessing all human trials which reported changes in cytokine levels in response to Echinacea
supplementation, the results were largely consistent with a decrease in the pro-inflammatory cytokines
that play a role in the progression of cytokine storm and Acute Respiratory Distress Syndrome (ARDS),
factors that play a significant role in the death of COVID-19 patients. While there is currently no research
on the therapeutic effects of Echinacea in the management of cytokine storm, this evidence suggests that
further research is warranted.

© 2020 Elsevier Ltd. All rights reserved.

1. Background

Echinacea species are native to North America and have been
used by indigenous peoples for a range of illnesses. As an herbal
medicine, Echinacea has been the subject of significant research

* Corresponding author at: Canadian College of Naturopathic Medicine, Toronto,
Ontario, Canada.
E-mail address: maucoin@ccnm.edu (M. Aucoin).

https://doi.org/10.1016/j.aimed.2020.07.004
2212-9588/© 2020 Elsevier Ltd. All rights reserved.

over the past century, particularly with respect to its role in the
treatment and prevention of respiratory illnesses. It is one of the
most popular natural health products purchased worldwide, with
the majority of commercially available products containing E.
purpurea and/or E. angustifolia [1]. Many naturopathic doctors
recommend Echinacea supplements for immune support. A wide
range of reports have described its immuno-modulatory proper-
ties including macrophage activation and effects on cytokine
expression. Because significant effects on cytokine levels have
been observed in response to Echinacea use, there is a theoretical
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Table 1
Summary of studies examining the effect of Echinacea spp. on respiratory tract infections in humans.
Author Country, Sponsorship Design (eg Statistical Study Echinacea Form of Extraction Dose Duration of Inclusion Exclusion criteria Control or Number Measure of Outcome  Outcome
WHO source/association ~ Cohort, method (s) Population / spp, part of supplement Strength and Treatment criteria Placebo Subjects, N
Region cross- Disease or plant (juice, Standardization in
sectional) Condition tincture, intervention
capsule) and placebo
Grimm W Germany, Madaus AG, DBPC RCT * A priori Patients from a  Echinacea Freshly Not provided 4 mL 2x/day 8 weeks 1. More than 3 1. Acute infections of ~ Placebo (alcohol/ 108, # participants with  No difference
et al. European Cologne/ Philipps- measures * large general purpurea, expressed respiratory any kind within 1 water solution Echin = 54 one infection No difference
(1999) Region University of Fisher's exact practice whole juice 22 % airway week of recruitment 2. with artificial Placebo = 54  Mean no. of No significant
Marburg, Germany test for b/line flowering alcohol infections or Pregnancy or nursing  colour) infections/patient difference
categorical plant (no identical to common colds 3. Use of Infection severity No difference
variable & roots) the in the preceding immunostimulating Desire to continue
incidence of AEs commercially year 2. At least  drugs in preceding 4 supplement
* Mann- available 12 years old 3.  weeks 4. Known Duration of No significant
Whitney U test Echinacin- Gave written allergy against infection difference
for continuous Liquidum informed coneflowers 5. Severe Adverse events No significant
demographic consent for underlying disease or difference
variables, study immunosuppression
infection participation 6. Inability to give
incidence/ informed consent 7.
severity/ Unreliability for
duration * follow-up as judged
Nonparametric by the investigator
Mann-Whitney
U to estimate
Cls for infection
no./duration
(normal
distribution
assumed) *
Hochberg
procedure
adjusted for
multiple testing
Melchart D Germany, The Center for DBPC RCT * SAS and SPSS 4 military Echinacea Extractin30% 1:11 2.5 mL 2x/ 12 weeks 1.18—65 years 1. Acute respiratory Placebo coloured 302, E august Time until first URTI  No difference
et al. European Complem-entary three- for as institutions & 1 purpurea alcohol day from Monday 2. Free of acute  tractinfection or other ethanolic solution =103 (3 drop (time to event)
(1998) Region Medicine armed randomized, ITT industrial plant. roots OR to Friday illness at the infections within the outs) E purp Number of No significant
Research; Bavarian ~ study & PP Echinacea time of last 7 days 2. Serious =103 (4 drop participants with at difference
Parliament; populations * angustifolia enrollment 3. progressive disease outs) least 1 infection
Plantapharmazie, Log rank test roots written such as tuberculosis, Placebo = 96 Patient assessment  Treatment groups
Gottingen, (for ITT) for informed multiple sclerosis, or (6 drop outs) believed they had more
Germany; main outcome consent for acquired benefit from treatment
Medizinische measure * All study immunodeficiency than placebo (P = 0.04)
Klinik, Technische other data; participation syndrome 3. Systemic Adverse events No difference in
Universitat, Kruskal-Wallis intake of frequency of AE
Biometrisches and x2 tests for corticosteroids, reporting
Zentrum fur exploratory antibiotics, or
Therapiestudien inference immunostimulants in
statistics the previous 2 weeks
4. Allergy to the
Compositae family 5.
Pregnancy
HallHetal. USA, Sponsorship or DBPC RCT ANOVA Non-smoking, Echinacea Capsule 17-2.5:1 8 capsules/ 28 days 1. Successful 1. Cigarette smoking 2.  Placebo prepared 32, Echin = s-IgA Baseline: significant
(2007) Region of  funding source not parallel performed on active adults purpurea containing day (2 with assessment of a  Respiratory disease, or  in-house; gelatin 18 Placebo =  concentrations, exercise induced
the stated, a group test data & 19-46 years pressed juice each meal medical history, signs and symptoms caps: sugar 14 saliva flow rate, and  reduction in s-IgA in
Americas supplement design salivary tests. subjected to and present health of URTI the preceding mixture (sugar, secretion rate of s- both groups (Control
manufacturer Post hoc (Least  strenuous bedtime); status, and 12-  week 3. Taking any sucrose, IgA (pre- and post-  -69 %; Ech - 43 %) &
provided the Sig. Diff: LSD) exercise testing each 800 g lead resting ECG  medications and/or cornstarch, exercise at baseline  secretion rate of s-IgA
active intervention used for Jjuice 2. Healthy, dietary supplements brown sugar, and after 28 days of (Control - 79 %; Ech -
free of charge significant main habitually 4. Exhibited molasses) intervention) 53 %) (p < 0.05)

(with no input to
the study and no
expectations or
agreements)

effects.
Interactions
subjected to
simple main
effects analysis,
followed by
post hoc (LSD)
analysis.
Independent
samples t -test
used for URTI
incidence &
duration SPSSX
used for all
analyses.

active subjects
3. Gave written
informed
consent for
study
participation

contraindications to
strenuous exercise 5.
If unable to
distinguish between
allergies from the
symptoms of a URTI
on a pre-study intake
form

Number of URTI
symptoms
duration of URTI
symptoms

End: placebo grp
experienced decrease
in s-IgA compared to
Ech group (Control -45
%; Ech +7%) & secretion
rate of s-IgA (Control
-45 %; Experimental
~7%, p = 0.004).

No difference

Reported URTI duration
significantly decreased
(placebo 8.6 days vs.
Ech 3.4 days, p
=<0.001)
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Measure of Outcome  Outcome

Number

Control or
Placebo

Exclusion criteria

Inclusion
criteria

Extraction Dose Duration of
Treatment

Form of

Echinacea

Study

Statistical

Design (eg
Cohort,

Sponsorship

Country,
WHO
Region

Table 1 (Continued)

Author

M. Aucoin et al. / Advances in Integrative Medicine 7 (2020) 203-217

concern about its contribution to cytokine storm (also known as
cytokine release syndrome) (1). Cytokine storm is a poorly
understood phenomenon involving excessive, rapid release of
pro-inflammatory cytokines [2]. In COVID-19, cytokine storm can
lead to ARDS which carries a 40 % mortality rate [3]. Cytokines
associated with cytokine storm include pro-inflammatory inter-
leukin (IL)-6, IL-8, IL-1B, IL-12 and tumor necrosis factor (TNF)a,
while other cytokines, such as IL-10, have established anti-
inflammatory effects and a role in downregulating excessive
immune activity [2]. In COVID-19 specifically, cytokine storm is a
significant factor in driving a more severe clinical course with
patients requiring Intensive Care Unit admission showing higher
levels of cytokines TNFa and IL-6 [3].

=2787,

2.340,SD 5

1.088; t 5 9.499; p =
=2.297,

0.001.

Days taken for relief ~ Significant difference

3.854, SD 5 0.9735
Placebo mean

0.001.
No side effects were

0.001
Significant difference

0.9593

Placebo mean
SD50.9541;t56.814; p
in number symptom
days Ech mean 5 4.333,
SD 5 0.9302 Placebo
mean

in days taken for relief
of symptoms. Ech mean
SD 51.204; t 5 6.865; p
reported by any of the
subjects

Duration of
symptoms

of symptoms
Adverse events

Subjects, N
intervention
and placebo
48 Placebo
47

in

n=

falfa

leaf that "at higher

dosage . ...

2. Search strategy

peppermint,
papaya leaf,
rosehip,

might have an
effect but in
included amounts
serve the purpose
of flavor
correctives.'

2.1. Research questions

1) What is the role of Echinacea in the prevention and treatment of
COVID-19 and other respiratory tract infections?

2) Is there any evidence suggesting that Echinacea supplementa-
tion could increase the risk of cytokine storm in COVID-19
patients based on the changes in cytokine levels observed in
human clinical trials?

claiming to be allergic  fennel seed,

to many different
flowering plants and

pollens 3. Having
acute infections and
already taking

coneflowers or
antibiotics

2.2. Inclusion/exclusion criteria

1) Studies were included if they reported human prospective
intervention studies sampling adults (aged 18 and over), and
assessed the effect of Echinacea supplementation on the
prevention or treatment of respiratory tract infections. Studies
including pediatric populations were excluded.

2) Studies were included if they reported human prospective
studies sampling adults, and assessed the effect of Echinacea
supplementation on levels of cytokines which have been
identified as playing a role in cytokine storm (interferons,
interleukins, chemokines, colony-stimulating factors, tumor
necrosis factors) or the incidence of cytokine storm or cytokine
release syndrome.

cups on the
first day of
symptoms
cup by the
fifth day.

cups perday titrating to 1

root per tea

herb and
bag - 5-6

Strength and
Standardization

supplement

(juice,
tincture,
capsule)

2.3. Databases

flowers, and
stems of

spp, part of
plant

plant
Leaves,

Medline (Ovid), AMED (Ovid), CINAHL (EBSCO), EMBASE (Ovid)

2.4. Search terms (example) -clinical efficacy search

Population /
Disease or
Condition
study at the
earliest
symptoms of
cold or flu:
runny nose,
scratchy throat,
fever, etc

2.4.1. Medline (Ovid)

((Randomized Controlled Trials as Topic/ OR randomized
controlled trial/ OR Random Allocation/ OR Double Blind Method/
OR Single Blind Method/ OR clinical trial/ OR clinical trial, phase i.
pt. OR clinical trial, phase ii.pt. OR clinical trial, phase iii.pt. OR
clinical trial, phase iv.pt. OR controlled clinical trial.pt. OR
randomized controlled trial.pt. OR multicenter study.pt. OR clinical
trial.pt. OR exp Clinical Trials as topic/ OR (clinical adj trial$).tw. OR
((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
OR PLACEBOS/ OR placebo$.tw. OR randomly allocated.tw. OR
allocated adj2 random$).tw.) NOT (letter/ OR historical article/))
AND (Echinacea or Echinacea angustifolia or Echinacea purpurea or
Echinace or coneflower) AND ("avian influenza (H5N1)"/ or
"influenza A (HIN1)"/ or Influenza A virus/ or influenza C/ or
exp influenza/ or highly pathogenic avian influenza/ or Influenza B
virus/ or highly pathogenic avian influenza virus/ or avian
influenza virus/ or seasonal influenza/ or "Influenza A virus
(H1N1)"/ or Asian influenza/ or swine influenza/ or influenza A/ or

deviations, t

method (s)
-test

assignment

and York College of ~ was used
Pennsylvania.
Conflict statement

source/association
not made

Rest Haven-York

the
Americas




Table 2

Summary of human studies examining effect of Echinacea spp. on cytokines.

Author Country, Sponsorship source/ Design Study Echinacea Spp Dose Duration of Treatment  Inclusion criteria  Exclusion criteria Control or Total Number Change in Change in Other safety
WHO regio association Population Placebo of Subjects, N interferons interleukins  outcomes
in (IFN) (IL)
intervention
and placebo
Barrett USA, National Center for Placebo New onset Extracts of E. 10.2 g of dried echinacea 5 days 1. At least 1 of 4 1. Use of antibiotics, Visual 713 IL-8 in nasal No No differences
2010 Region of  Complementary and controlled common cold purpurea and E.  root first 24 h, 51 g symptoms (nasal antivirals, nasal steroids, matched 173 (no pill), rinse difference between
the Alternative Medicine RCT (4 ar m) in people age Angustifolia root during each of the next discharge, nasal decongestants, placebo 176 (blinded between Ech  groups in
Americas (NCCAM) f the National 12-80 four days; 675 mg E. obstruction, antihistamines, containing placebo), 183 group and adverse
Institutes of Health purpurea root sneezing or sore  combination cold identical (blinded placebo effects (rash,
(NIH). MediHerb standardized to 2.1 mg throat) formulas, echinacea, amounts of Echinacea), nausea,
provided the products alkamides and 600 mgE. 2. Score of 2 or zinc or vitamin C. exipients 181 headache,
and conducted angustifolia root higher on Jackson 2. History of allergic (calcium acid ~ (unblinded diarrhea)
phytochemical analysis standardized to 2.1 mg criteria rhinitis who reported phosphate, Echinacea)
but did not contribute alkamides sneezing or itching of cellulose,
financially the nose or eyes silica, sodium
3. History of asthma starch
who reported current glycollate,
cough, wheezing or hypromellose
shortness of breath 4. and
Self-reported magnesium
autoimmune and/or stearate)
immune deficiency
diseases
5. Pregnancy
Dall'Acqua Italy, Farmaderbe, Open label Healthy adults, Echinacea 10 mg of lipophilic Single dose 1. Healthy 1. Dietary restrictions n/a 10 IL-2 Significant There was no
2015 European  Pradamano (Udine) and both genders angustifolia extract containing 1 mg 2. Fasting at 2. Allergy to Compositae decrease reporting
Region Indena S.p.A. (Milan, of isolate dodeca- baseline or Grossulariacee plants from regarding
Italy) for providing 2E,4E,8Z,10E/Z- 3. Abnormal liver baseline p <  adverse
product tetraenoic function 0.05 events
isobutylamides 4. Use of medicines IL-6 Significant
during the study decrease
from
baseline p <
0.001
IL-8 Significant
decrease
from
baseline p <
0.001
IL-10 Increase
from
baseline p =
0.001
TNFo Statistically
significant
reductionp =
0.002
Dapas 2014  Italy, Open label Healthy adults  Echinacea 10 mL daily 4 weeks 1. Healthy 1. Dietary restrictions n/a 10 Plasma IL-2 Increased (p  No data
European pilot study; both genders angusifolia 2. No dietary 2. Allergy to Compositae mRNA =0.002) reported on
Region some ex vivo (triple restrictions or Grossulariacee plants AE
analysis standardized 3. Fasting at 3. Abnormal liver Plasma IL-6 Decreased (p
extract syrup baseline function mRNA =0.02)
Polinacea™) 4. Use of medicines EX vivo Increased (p
during the study lympohocyte < 0.001)
IL-8
Ex vivo Decreased (p
lympohocyte = 0.02)
RNA TNFa
Isbaniah F Indonesia, The study was DBPC RCT, COPD Patients  Echinacea 500 mg Echinacea 14 days; At 1. At least 40 1. Asthma, severe Composition 120 Chemokines  No one serious AE
et al. South-East supported by Frutarom  three arm, purpurea (L. purpurea (L.) Moench enrolment 500 mg years of age immune system not stated randomized difference in ech grp:
(2011) Asia Switzerland Ltd.'/ parallel (EP), from dried pressed ciprofloxacin bid for 2. Existing disorder, malignancy or 108 between Ech generalized
Region University of Indonesia, group, single juice of the aerial parts 7 days Then chronic haematologic disorder, completed and placebo  erythema,
Persahabatan Hospital centre trial or 500 mg EP with 10 mg randomized to take obstructive obstructive pulmonary the trial and ;1B No resolved with
Indonesia, Totzke zinc, 15 ug selenium and  in addition: Placebo  pulmonary disease caused by other included in difference antihistamine
Scientific Geneva 50 mg ascorbic acid (EP  OREP 1/day 2 wks OR  disease reasons (e.g. analysis between Ech tx; mild Aes
Switzerland, Frutarom +) EP + 1/day 2 wks 3. An acute tuberculosis), or any Placebo n = and placebo  more common
Switzerland Ltd exacerbation other disease with 35Echinn=IL6 No in ech grp,
Switzerland episode (non- known impact on 36 Echin+n= difference most common
gradual increase  disease recovery such as 37 was insomnia

21Z-€0Z (020Z) 2 2uidIPaj 2A1DLSaIUL UY SXIUDAPY /[D 32 UI0oNY I



M. Aucoin et al. / Advances in Integrative Medicine 7 (2020) 203-217

212

paA1asqo 4111 a1am spalqns spouad  spjod gz < ‘g sieak  pue pouad [njssans Jo sasop [ (1eak 12d Spjod>  sisA[eue oAlA uoI3ay (1102)
QI9M SJUIAD (s00 > znq) og Apn3s Sulinp uonedpawr £G-81 pady 'z ay1 "a'1) pouad -1 X § JO uoneISIUIWpPe +Z yam 13[qns -x3 :Apnis  palosuods pue papunoj ueadoing |IRE]
as1anpe oN, d) paseanaq 0INL 0€ efu 19410 Aue Jo asn ‘I synpe Ayieay ‘L Apmis 1ad sfep o1, [e1o0 :sAep G s, eaindindg Ayaresy, [2qe] uado SBM [2Ie3sal SIY] SN AN LRIy

ENEIRED
(1000 >
d)juedyrusis
e 0} (saprurejf&inqost
P3| ‘s191qey sopduwes ploedIoudRII)
pue ainpouy  PoOIq s[0ym -7/401'Z8'd¥'A-eI9pOp
‘uonedIpawl Ppaje[nums foueudaig ‘saprwey[e Jofew
Jjo -21d sd1 ‘¢ aeyisodwo) ay3 jo (Sw £0°0) Junowre
swoy yrog U BUd[® ANL saads ayy jo syue(d 0} JuIes ay) paureuod
sajduwres A81311e Surpnpdur ‘A1) S9S0p 109) "S1001 %G
poojq ajoym JueAd[al Jo A101S1H pue q13y % 66 ‘eaindind
paje[nwins *Z S9SBasIp aunuwiwione uonensuwpe *SUOIB[NULIOJ BIDRUIYDF WOI) ((as) Lz
-axd sq71 Ul J3Y30 10 SISOId[S  210§3q Yy g dml JUIIYIP 7 33 Jo Spew 1eIIXd J1[0y0d[e F gz o (1Ng)
uononpoid oqaoerd Sunsey ySiu  Jrdnnu ‘saseasip anssn ynyadeiS pue | jo suonelSIUIWIPE -01pAYy = y9d10JRUIYDT, Xapul ssewr Ppajjonuod
ul 35eAI1IP YIIM pa1sal 7 -1aA0 1a)je 9A1II2UUOD ‘BIWANI]  [OYOJ[E ‘JUIJJed udamiaq  "s13]qel ( 3 dIoJeurydy) Apoqe yim age oqaderd
(100 > ‘UONUIAIIUL wreQg:s e ‘siso[ndIaqny ‘) 10 g wolj urelyal  porrad INOYSeM Naam eamdind Jo s1eak (@s) ‘Apmas ‘PUB[ISZIMS

fages/ay  d)juedyrusis yoea  Ia1em T 0ol snneday ‘ArH Suipnput 03} padiqo "¢ -1, (Sunsey ysu - 8w g1 x g1 10 9'c F 70€) I9A0SSOID ‘Oy 2210J01g[980A uo13ay (9002)

uo pajiodar B 0} P3| 10j paisal 8 YIM 350108] ssau[l J1wIsSAs  19Ip [e1ads ON'Z  -I9AO0 I9)Je 'W'BQE:g  aInidun ( 4 ddIojeurydy) sIapuag yroq  ‘asop-a[3uls 'y Aq paitoddns ueadoing ‘e 19
elep oN suLIoj yjog 8-l oL Io [oyoore aassardord Auy' |  synpe Ayifesay 'L 1e) 3sop 98uIs, eaindindg Tw eaimndindg  synpe Ayjesq  ‘paziwopuel sem Apnis 3y ‘eusny Y JeN[Q0M
swoydwAs

onuye (¥00 suonedIpaw

[e1a3e[lq =d) vdq Jo/pue syuswadlddns

parlodal  pauyal enyn Buieye/3udueyua (yorey

1 :suoneyndied Supjel dnoid -aunwiwi Supyey 'z + 127 Jo ueioeedouiqere
Jy pue ur auiaseq pouad Apnis U21e[ 10) V + dd
SSAUSNOAIU woiy sdnoi8 9 a3 Burnp 10 juswjoIud pauyal-enin Yo Suy + $9)BID0SSE pup
‘Kyarxue 5B jouydea ur g Je ssau[l aInde sa[eway d 310(8w gos1) eandind eljojisnsue $139JUN[OA 19)1X3( 997 DUl XaIe] sedLRWyY
pawodar | Juedyrusis 0INL 8 20U pue ejjejje Jo/pue ssau[[i Jofe|y ‘| Auyreay ‘L S$}9aM ¢ 7 JO 10BIXD pazipiepuels g pue eindind ‘g Ayareay 1D¥ Ddgd  ‘dul sSuIuoseas [e1Isafa) ‘vsn 2007 Wy
(suondo
sansst JUIWIILAI] SA skep
aunuwwr sixe[Aydoxd G 10j (Juaunean) Jouey3a
Jo uonuaw + qI3Yy (Sunsan a8ud[[eyd el % 0z 1o [oueyld
ou ‘pajefal [9 10J spoyjaw 193em dey qQy Uo paseq) 6§ Jo awn je Suniels %09 ‘70D Aeruswiniadxs
Apsow ‘sjusna  ogadeld pue UONJBIIXd  PUE 3)POZUI] 2dA) snuaouryx (z 10 (sixejAydoad) [eonunIadns SNIIAOUIYT HIN 343
9SIaApE  UDJ U3IMIaq JUIYIP) wniuojeuap 0 Aepie 01 3qudadsns 'z a3uajueyd 1001 BAJBUIYID PIm 03 pasodxa JO UIIP3IAl ANBUIAY
pey %z ERlEIEN ] sdnois £ ‘98e19A9q 10 SUIUIIS IB SNIIA IS) synpe [el1A 310J3q Jo Suw1 QOE SuIUIRIUOD  SUOISIAA € - 1001 S192)UN[OA pue Lrejuauwijdwo)  seduRWy 5002
ey panodan ON 8-l 6l¥ J1j0yod[e 03 saipoquiue Sunsixg 'L SunoA Ayjesy | sKep £ (1 1oyng 2InUN W §L erjojusn3ue g Ayyreay 1D¥ ddda 10J Iaud) [euoneN ‘vsn ouing,
upexopoldn
10 eadRUIYDY
01 A1anisuasiadAy g
uoneyde| Jo HHueudald
s8nip Alojewwepur
-1JUe pI01d)s-uou 1o
SP10Ia)S [IIM JUIWILAN)
10J JudwaInbay *¢
2duapuadap
uagAxo pue ‘sapsnuwt
A103enidsar enxa
Jo uonezinn ‘anjrey
11eay pue sjeuownd uonedpnied
10> 0) uonippe Apnis 10)
ur swoldwAs [ed1urd  JUISUOD pauLIojul
919A3S ‘101R[IPOYDUOI]  UINILIM dARD f
e SuIsn 1aye uonduny uonajur Ande
Areuowind ay3 jo % ue Aq pasned
Tl = [<Joaseanul uy ‘g Ajpasoddns
SISOULITD (@duanind
oqade[d pue oneday Jo uorsualradAy wnnds
29 usamiaq 21995 ‘eruyIAyLie pue uopdnpoxd
DUAIYPIP ‘AyredoAwoipied  wninds ‘eaudsAp
OoN oLl ‘19pJosIp Jo swoydwAs
oqade[d pue 1183y 2Ansaduod Jofew ¢
29 usamiaq ‘SNJI[[oW $213BIP  dYI JO [ ISe3] Ie Ul
oqadeld pue
UONUIAIIUL
(1) (N1 ur
S9W0OIN0  SUDNIIAUL suolajiul N ‘s123(qns jo 0qgade|d uonendod uonenosse o131 QHM
£9yes 19130 ut aduey) ur a8uey) Jaquiny [eI0L 10 [013U0D) PLISILID UOISNDXY  BLIAILID UOISNPU]  Juawval] fo uouning asoq dds eadeurydg Apmis usisag [21nos diysiosuods ‘Anuno) Joypny

(panunuoD) Z jqer



213

M. Aucoin et al. /Advances in Integrative Medicine 7 (2020) 203-217

(1£0°0 ‘910°0
= d) sjan9|
a8esop
Ja1y [[e

BIEN STRE]
Juedyusis
Aireonsnels
00 =

d spalqns [e
jou INQ WOS
ur uone[ngal
-umop [[ews
s13[qns [
Jou Inq UIOS
ur uonengal
-UMOp [[ews
s122[qns [[e
Jou Inq dWIOS
ur uone[ngal
-UMOp [[ews
Z1 Kep uo
duedyusis
[ednsnels
paaaiyoe
‘soalgns

e ur z1

Aep ySnoayy
Anpeals
paseainur

paiiodar Jou

paiiodalr jou

[013u0d pue

237 uaamiaq

AdUIYIP

ON

uononpoid

panodar jou ur aSueyd ou

1100

=d (ur

% €L pue %
59) oqaderd
sA dnoi3
yao ut g
pue p| Aep
Je paseanul
(500>

d) moj yum
s12([qns jo
dnoiqns ur
S[9A3] 9sayl
ur paseaiduj
(500 >

d tsaseanur
% 6¥-0€)
JusWIean]
uodn s1010e)
asays jo
uonenwns
juedyrugis
(so0

> d) aurjaseq
oy
paseandul
(500

> d) auijaseq
wotj
paonpar
Apuedyrusis

pariodar
Bunyou

,231s amjpund
Y3 Je unys ay3
Jo Suruappar
wolj apise

ozdzi-Ti

uoissaldxa
Quas BINL

uolssaldxa
Quad 811

uorssaidxa
Quas ‘g1-T|

[AR\EI
Jo uorssaldxa
Quag

Sd1

M paInind
sajfoouor

Jo uonpdnpoid
DINL

a1-

€

A-NdI

11 JO S[9A3]
JudWIeAN}
-a1d mo| yim
dnoi3qns

ur 8-

OL-T1

oy

oqadeld
[4RNE0 N4l
144

(1000301d
03 uLaype
Apo1ns jou
10J sisA[eue

ay) woy

papnaxa

PUD 3Y) 0] 310Ja(q M
I dupIpaw SupjeL ¢
e1sIuiwpe
210J2q Y 71 (1a3emM
uey) 1ay3o) SunjuLp
Jo/pue ‘Sunes ‘Sunjows

SUON *Z 391p [epads e uQ ‘1
9UON JUON
K1saq0 v

eIUI [0YOd[e SSIIXD
Jo/pue Supjows ‘¢
(sarvsN) sanip
Bunenpowounwwy
Aue Sunjel 'z

Jauowr

1SB] Ul UOIIIJUI INDE 10
‘s1sayerp didoje ‘aseasip

pmbi| [o13u0d J1UOIYD 10 IV |

3seasIp drjoqelaw
10 IB[NISBAOIPIED
Jo swoydwAs

urueya /susis Suiney ‘¢
nnu e y00) 0d2eq03 SUIs() 7
sdnog yioq sjuawalddns
{INOJJ 18IYM 131D 1O SUOIBIIPAUI UQ ']

spouiad Apnis

a3 Sunmnp Sunjows

10 SuRJULIP AISSAIXT '€
spouad

Apn3s SuLmp Ajianoe
[ea1sAyd snoloSiA 'z

081 UE] sem
a[dwes poojq 1se|
a1 [nun SunjuLp
pue Sunea
‘Bunjows woiy
dUUNSqY ‘|

wexa [edrsAyd
pue malaIRul
uo paseq

y3eay poos uj 'y
QA1OE

AjrewwioN "¢
SIOWS-UON T
s1eak G9—81
pasde synpy ‘L

sIeak
0%—02 P38V 'Z
uaw AyeaH ‘L

sIeak

0€-81 Pasy T
sjuapnls

e aAnde
pue Ay3fesy ‘[

(aareuuonsanb
01-21038

ssans paAtadiad
9y Aq passasse)
uoneuIwexd
JIWApedE 0) NP
ssaIs pauaysiay
Supuauadxy

b (el
uolsnjour se
parels Appidxa
Jou) 1eak 1ad

(Tw g) sajdwes
POOJg 'SHIIM T Sem
SJUAWIIRDI) U2IMID]

potiad no-ysem
‘19p10 Suiseandul
ul paldsiuiupe

2Iam sasoq

Aep paiyy uo Sw 905
‘sfep z 1oj Sw gIG|

skep
¥1 ‘Inoysem ‘shep |

skep 8¢

"350p W 0L X 1

Jo sfep ¢ Aq pamojjoy
‘350p W [ X

Jo sfep g Aq pamojjoy
SJUSWAINSBAW
aurjaseq

Jo sAep g, *(pouad
[nJssanis-uou 3yl

"% LO°0 :saprwrejfinqosy
Jlouaena)
-Z/401'Z8'3¥*d¢-e29pOp
Sururejuod 1pe1Xd

£1q “Sunsej ySuiano
19)Je 28uazof 9[Suls

10B1IX3 1001
Ai1p eamndind
BadeUIYdT

s)9]qeIRAdRUIYDT
preno a(duy
ALITRLON
(Auewiren
“1933137[eS)
YINNIMIE B
YddYHSjo ouowr
XOL1nads3
Jqejreae
Ajreniawwod
3y 01 [ed1UP!
£ 2In[ passaidxa
Aysayy

‘eindind '3

Kep/3ur 8IS

payads jou

(apuid s,ueining)

Aep/3w 0008 eindind g

'$1001 %G
pue q19y % 66 ‘eaindind
BRUIYDF WOy

Jpeul 19e11Xd dIjoyod[e
-0IpAY =y ddI105UIDT,
‘ep 1ad y9d105RUIYDT
Jo sasop [w

-1 X 01 Jo uonENSIUIWPE
[e10 :sAep ¢ Suimoljod,
‘ep 1ad ,2d105RUIYDT

[oqe|

uado sem

os oqadeld
ou sem 13}
nq Apnis
puriq 2j8uis
Se pajels

slaajunjoa
Ayyjeay

Apmis

sjnpe Ayijeay [2qe| uado

19A0 SSOID
pa[jonuod
oqaoeld
puriq 3[qnop
(3unod gy
auI[aseq uop
aseq sdnoid

safew Ay3feay

pasue[eq

ew 0)

pausisse 1sal

‘pazIwWopuel

21 1s1y)

purg-sjqnop

‘yojewr

s)npe yi[eay  -paziwopuer
(1938 SeIM
G ureSe pue
(suoneurwexa
JIwapede
Suunp) ssans

paseamul Jo  uope[NWNs

pouad e SuLinp uesowAz

20UO paipnis 10 gaS/Sd1

a19m s123fqns 01 asuodal ut

Kyis1oA1un ‘eLISNyY ‘zein
‘KISIDAIUN SUIZURLY
11ey] “Afey ‘a3salL

Jo Ayisxaatun ernio
BIZAUIA I[N uoISay uo13ay
ay3 pue [Is 0JTva Yy ueadoing
woJj 31oddns [erueuly ‘Areay
sedLIawe
Ieapun ‘esn

(apog ") “[pue apog )

sIoyIne ay) Jo om) pue
Jawwanig R Jadeys uorday
woysiueld panquasip  ueadoing
Ajrenba Aq paytoddng  ‘Aupwwian
sedLIawe
Ieapun ‘vsn

PUBLIIZIIMS

‘Oy 10jo1g ‘[950A 'V Aq

(8002)
19
‘d onomny

€002
ydjopuey

200¢
ZIeMUDS

L00T

peayayM



214

Table 2 (Continued)

Other safety
outcomes

Change in

Total Number Change in

Control or
Placebo

Exclusion criteria

Duration of Treatment  Inclusion criteria

Dose

Echinacea Spp

Design Study

Sponsorship source/

WHO regio association

Country,

Author

interleukins

(IL)

of Subjects, N interferons

Population

(IFN)

intervention
and placebo

Statistically
significant

IL-8

collected in min after lozenge of the study, except for
administration

0.21 % and 0.9 % (w/w).
No other details given.

of Ljubljana, Slovenia,

and Cellular

oral contraceptives

heparinised tubes
were taken at 0

(before

decrease at
all three
dosage

Immunology

Laboratory, IRCCS Burlo
Garofolo, Trieste, Italy.

administration) and
at 10, 20, 30, 40, 60,

Conflict declaration not

made.

levels (p
0.016)

120 and 180 min after

each dose.

Statistically
significant

IL-6

decrease at
all three
dosage

levels (p

0.036, 0.016)
Significant
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IL-10

decrease at

the higher

dose of 0.90

mg (p

0.022)

significant

TNFo

decrease at

the higher

dose 0.90 mg

(p

0.036)

pandemic influenza/ or Influenza C virus/ or influenza B/ or avian
influenza/ or Influenza virus or SARS or MERS or respir$ or Middle
East Respiratory Syndrome Coronavirus or severe acute respiratory
syndrome/)

2.5. Search terms (example) -cytokine search

2.5.1. Medline (Ovid)

((Randomized Controlled Trials as Topic/ OR randomized
controlled trial/ OR Random Allocation/ OR Double Blind Method/
OR Single Blind Method/ OR clinical trial/ OR clinical trial, phase i.
pt. OR clinical trial, phase ii.pt. OR clinical trial, phase iii.pt. OR
clinical trial, phase iv.pt. OR controlled clinical trial.pt. OR
randomized controlled trial.pt. OR multicenter study.pt. OR clinical
trial.pt. OR exp Clinical Trials as topic/ OR (clinical adj trial$).tw. OR
((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
OR PLACEBOS/ OR placebo$.tw. OR randomly allocated.tw. OR
allocated adj2 random$).tw.) NOT (letter/ OR historical article/))
AND (Echinacea or Echinacea angustifolia or Echinacea purpurea or
Echinace or coneflower) AND (Cytokine$ or cytokine storm or
cytokine release syndrome or chemokine$ or interferon$ or
interleukin$ or tumor necrosis factor$ or colony-stimulating
factor$)

2.6. Screening

Titles and abstract screening and full text screening were
completed by one reviewer and checked for accuracy by a second
reviewer. Similarly, data extraction was completed by a single
reviewer and checked for accuracy by a second reviewer. Any
discrepancies were resolved by consensus.

2.7. Critical appraisal

The risk of bias (RoB) of study findings was assessed using the
revised Cochrane RoB tool for randomized trials (RoB 2) https://
sites.google.com/site/riskofbiastool/welcome/rob-2-0-tool/cur-
rent-version-of-rob-2?authuser=0.

2.8. Protocol registration

The protocol was registered with PROSPERO: https://www.crd.
york.ac.uk/PROSPERO/display_record.php?RecordID = 186,339

3. Results
3.1. Clinical efficacy search

The search identified 382 results, including 85 duplicates. 297
citations were screened. After title and abstract reviews, 37
citations remained and 260 citations were excluded, as these did
not meet the inclusion and exclusion criteria. The full-text of the
remaining 37 articles were assessed for eligibility and 23 were
excluded (wrong study design n = 20, duplicate n = 1, not accessible
n = 1, wrong outcome n = 1). Three additional studies were
identified through a bibliography search. A total of 17 studies
underwent data extraction (Table 1).

Ten studies were conducted in the World Health Organization
(WHO) region of the Americas, with five in the European region,
one in the Western Pacific region and one in the South-East Asia
region.

All 17 studies were double-blind, placebo-controlled, random-
ized clinical trials. One study had additional arms using open-label
Echinacea and no treatment [4] and several studies had multiple
arms comparing different Echinacea species, commercial formulas
or doses [5-8]. Studies were designed to assess for the prevention


https://sites.google.com/site/riskofbiastool/welcome/rob-2-0-tool/current-version-of-rob-2?authuser=0
https://sites.google.com/site/riskofbiastool/welcome/rob-2-0-tool/current-version-of-rob-2?authuser=0
https://sites.google.com/site/riskofbiastool/welcome/rob-2-0-tool/current-version-of-rob-2?authuser=0
https://www.crd.york.ac.uk/PROSPERO/display
https://www.crd.york.ac.uk/PROSPERO/display
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or treatment of ARI, primarily, the common cold. Six studies
assessed the impact on prevention: four in normal daily life
(duration 6-16 weeks), one in response to a strenuous exercise
challenge (duration 4 weeks) (9) and one in response to long-
distance air travel (duration 4 weeks) (10). Two studies assessed
the impact of Echinacea 7 days before and 5-7 days after a viral
challenge [8,11]. Nine studies assessed the use of Echinacea for 5-
14 days in the treatment of a new onset respiratory tract infection,
one in patients with chronic obstructive pulmonary disease
(COPD) who were administered antibiotics concurrently and the
remaining were conducted in healthy adults [5]. In all 17 studies,
participants were located in the community (i.e. not in-patient
settings).

In total, the 17 studies included 3363 participants with a mean
sample size of 224 participants (SD = 229, range: 32-755).

Eleven studies used intervention formulas containing E.
purpurea, two used E. angustifolia, four used a combination of E.
purpurea and E. angustifolia, and one used E. pallidae radix.

Echinacea dose and method of extraction across all of the
included studies were quite variable. Studies used different parts of
the herb, including root, whole plant and aerial parts, as well as
different methods of preparation. Echinacea interventions were
delivered in the form of pressed juice, hydroalcohol extracts,
capsules of dry herb and infusions. The lowest dose used was 100
mg of herb [12] while other studies used as much as 10.2 g per day
in capsules on the first day of treatment [4]. Five studies reported
using formulas that were standardized to include a specific amount
of active constituent [6,12-14].

The studies assessed for AR, viral respiratory infections or the
common cold. The two studies that used a viral challenge
administered rhinovirus 39 and monitored for the common cold
[8,11].

The Cochrane Risk of Bias 2.0 assessment tool was used to
evaluate the included studies. Of the six studies assessing
prevention, four were rated low risk of bias [7,10,13,15] while
two were rated high risk [9,16]. Among the two studies testing
prevention and treatment in response to a viral challenge, one was
rated high risk of bias [11] and one low risk of bias [8]. Among the
nine studies assessing treatment of new onset infections, four were
rated low [4,14,17,18], four rated high [5,6,19,20] and one was rated
as having some concerns [12]. Reasons for a high risk of bias
included per-protocol analysis [6,16], lack of description of
dropouts [9], incomplete reporting of data [5,19], and lack of
baseline data comparing the treatment groups [20]. One study
terminated the study before recruiting the sample size needed to

Table 3

detect significance based on a power calculation completed
midway through the study [11]. These judgments should be taken
into consideration when interpreting the findings of this review.

3.2. Cytokine search

The search identified 100 results, including 26 duplicates. 74
citations were screened. After title and abstract reviews, 18
citations remained and 56 citations were excluded as these did not
meet the inclusion and exclusion criteria. The full-text of the
remaining 18 articles were assessed for eligibility and six were
excluded (protocol only n = 1, incorrect outcome n = 2, duplicate
data from included publication n = 1, unable to locate full text
n = 1). A total of 12 studies underwent data extraction (Table 2).

Of these, five included healthy participants who consumed oral
doses of Echinacea before blood levels of cytokines were measured
[21-25]. Three studies included participants with respiratory tract
infections [4,5,8] and four included healthy participants whose ex
vivo blood samples were stimulated and immune response
observed [26,27,28,29]. The studies assessed cytokines including
TNFa (n = 9), IL-1B, IL-2, IL-3 IL-6, IL-8, IL-10, IL-12 and Interferon
(IFN)oc2.

3.3. Summary of findings

3.3.1. Clinical efficacy

The six studies that administered Echinacea to healthy
participants for two to four months and assessed prevention of
naturally acquired upper respiratory tract infections (URIs),
measured the frequency and/or duration of infections
[7,9,10,13,15,16]. Five of these studies assessed infection frequency
and of these, two reported a statistically significant reduction
[10,13]. Three studies assessed duration of illness and of these, one
reported a statistically significant decrease [9].

In the two studies that provided Echinacea supplementation
before and after study-administered viral challenge, one reported
no difference in infection frequency or severity compared to
placebo [8].

The nine studies assessing the use of Echinacea at the onset of a
URTI measured infection duration and symptom severity
[4-6,12,14,17-20]. All studies assessed for impact on symptom
severity and five reported statistically significant reductions in
symptom severity [4,6,14,19,20]. A sixth study, that included
participants with COPD experiencing an acute exacerbation of
respiratory symptoms, found a reduction in severity in response to

Number of studies reporting increased or decreased levels of cytokines following Echinacea use.

Cytokine Impact on Inflammation Studies reporting increased levels Studies reporting no Studies reporting
Levels and Cytokine storm (CS) effect on levels decreased levels
TNFa Proinflammatory 2 studies (5, 29) 7 studies (21-26)
Key CS contributor
IL-1B Proinflammatory 1 study (29) 2 studies (24, 27)
Key CS contributor
IL-6 Proinflammatory 1 study (28) 3 studies (21, 25, 26)
Key CS contributor
IL-8 Proinflammatory 1 study(26) and 2 studies (4, 8) 4 studies (21, 24, 25, 28)
1 study, only in patients with
low baseline levels (27)
IL-12 Proinflammatory 1 study (25)
IFN-a Key CS contributor 1 study, only in patients with
low baseline levels (27)
IL-10 Anti-inflammatory 2 studies (21, 27) 1 study (5) 1 study (25)
Role in regulating pro-inflammatory
responses
IL-3 Not associated with CS 1 study (23)
IL-2 Not associated with CS 1 study (26) 1 study (21)
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supplementation with Echinacea in combination with zinc,
selenium and ascorbic acid but not for Echinacea alone [5]. Seven
of the studies using Echinacea at URTI symptom onset assessed the
duration of symptoms and five reported a statistically significant
reduction in duration compared to participants receiving placebo
[4,14,18-20].

With respect to risk of bias, of the ten studies that reported a
positive outcome, five were rated as high risk of bias [5,6,9,19,20]
and five were rated as low risk of bias [4,10,13,14,18].

Among the 13 studies that reported intervention dose with an
equivalent dose of dry herb (or a liquid extraction and extraction
strength), the mean dose was calculated. In cases where a range or
variable doses were given, the highest doses was selected. The
mean dose used in studies reporting benefit was 7.3 g per day (SD
6.4) and the mean dose used in studies that failed to detect benefit
was 1.7 g per day (SD 2.1). The studies reporting benefit used E.
purpurea (n = 6) or a combination of E. purpurea and E. angustifolia
(n =3) or E. pallidae radix (n = 1). Of the five studies using extracts
with a standardized level of active constituents, four reported
benefit. These active constituents included dodecatetraenoic acid,
isobutylamide, alkylamides, cichoric acid and soluble -1,2-p-
fructofuranosides [6,10,12-14].

3.3.2. Cytokine search

Table 3 presents the number of studies showing statistically
significant increases or decreases in different pro- and anti-
inflammatory cytokine levels in response to Echinacea supple-
mentation in 12 clinical trials.

None of the clinical trials included in this review reported
occurrence of cytokine storm or other immune or inflammatory
disturbance which could be attributed to the Echinacea
intervention.

While seven studies did not report adverse events, the
remainder reported few adverse effects, in most cases similar to
the control group. One reported a serious reaction involving
generalized erythema which resolved with anti-histamine treat-
ment [5] and mild adverse events of which insomnia was the most
common. Another reported primarily gastro-intestinal side effects
[8] and another reported one case of anxiety and nervousness and a
recurrence of bilateral arthritis symptoms which the patient had
previously experienced [22].

3.4. Clinical significance

Echinacea supplementation may assist with the symptoms of
ARI and the common cold, particularly when administered at the
first sign of infection; however, no studies have been identified
which use Echinacea in the prevention or treatment of conditions
similar to COVID-19. When taken at the onset of symptoms,
Echinacea may decrease the severity or duration of ARIL

Because the vast majority of studies involved participants who
were free from serious or chronic illness, and without known
issues related to immune function, it is not possible to infer what
the role of Echinacea spp. could be in those at highest risk of
COVID-19.

With respect to the impact of Echinacea on cytokine levels, the
majority of evidence suggests a decrease in levels of pro-
inflammatory cytokines associated with cytokine storm. While
the potential for Echinacea to provide a clinical therapeutic benefit
is speculative, animal studies using pharmaceuticals that decrease
production of IL-1a, IL-6 and TNFa cytokines have increased
survival of mice infected with severe influenza [2], and SARS-CoV
[3]. Tocilizumab, an anti-IL-6 receptor antibody, is being studied in
the treatment of cytokine storm in COVID-19 patients with
elevated IL-6 levels [3]. Research of the use of Echinacea in
cytokine storm may be warranted.

Disclaimer

This article should not replace individual clinical judgment. The
views expressed in this rapid review are the views of the authors
and not necessarily from the host institutions. The views are not a
substitute for professional medical advice.

Declaration of Competing Interests

The authors declare that they have no known competing
financial interests or personal relationships that could have
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